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What is claimed is: 

1 . A compound of the formula 




wherein 

5 R 1 is selected from the group consisting of hydrogen, Chalky!, aryl and 

aralkyl; 

wherein the aryl or aralkyl group is optionally substituted with one to four 
substituents independently selected from halogen, Chalky!, halogenated Ci. 
6 alkyl, Ci^alkoxy, nitro, amino, (Ci^alkyl)amino, di(Ci^alkyl)amino, Ci- 
TO ealkylsulfonylramido, (Ci^alkyl)amido, di(C 1 ^alkyl)amido, sulfonyl, 

aminosulfonyl, (Ci^alkyl)aminosulfonyl, di(Ci^alkyl)aminosulfonyl or C3- 
8 cycloalky; 

R 2 is selected from the group consisting of hydrogen, Chalky!, C 2 - 
6 alkenyl, C 2 -6alkynyl, hydroxyaminod-ealkyl, aminocarbonylCi^alkyl, C1- 
15 6 alkoxycarbonylCi^alkyl, aryl, C 3 -8cycloalkyl, partially unsaturated carbocyclyl, 
heteroaryl, heterocycloalkyl, Ci^aralkyl, carbocyclylCi^alkyl, heteroarylCi- 
ealkyK heterocycloalkylCi^alkyl and phthalimidoylCi^alkyl; 

wherein the alkyl group is optionally substituted with one to two 
substituents independently selected from hydroxy, carboxy, cyano, amino, Ci. 
20 6 alkylamino, dKC^alkyOaminorhydroxyCi-ealkylamino, aminoCi^alkylamino, 
Ci^alkylaminoCi-ealkylamino or diCd-ealkyOaminoC^alkylamino, 

wherein the aryl, cycloalkyl, carbocyclyl, heteroaryl or heterocycloalkyl 
group is optionally substituted with one to four substituents independently 

89 



BEST AVAILABLE COPY 



ORT-1605 



selected from halogen, Chalky!, halogenated Ci-ealkyI, Ci^alkoxy, nitro, 
amino, (Ci^alkyl)amino, difd-ealkyOamino, C^alkylsulfonyl, amido, (Ci. 
6 alkyl)amido, di(Ci-6alkyl)amido, sulfonyl, aminosulfonyl, (Ci. 
6 alkyl)aminosulfonyl, di(d-ealkyl)aminosulfonyl or Ci^alkoxycarbonyl; 
5 a is an integer from 0 to 2; 

R 3 is selected from the group consisting of Ci^alkyl and hydroxy Ci- 

4 alkyl; 

n is an integer from 0 to 1 ; 

X is selected from the group consisting of Ci-ealkyI, C 2 -6alkenyl, C 2 ^alkyl- 
10 O and C 2 -4alkyl-S; 

wherein the alkyl group is optionally substituted with one to two 
substituents independently selected from fluoro, Ci^alkyl, fluorinated Ci^alkyl, 
Ci-ealkoxy, nitro, amino, (Ci-ealkyl)amino, di(Ci-ealkyl)amino, d^alkylsulfonyl, 
amido, (Ci-ealkyl)amido, di(Ci^alkyl)amido, sulfonyl, aminosulfonyl, (Ci- ^ 
15 6 alkyl)aminosulfonyl or di(Ci^alkyl)aminosulfonyl; 

and wherein X is C 2 -4alkyl-0 or C 2 ^,alkyl-S, the X group is incorporated 
into the molecule such that the C 2 -4alkyl is bound directly to the piperidine 
portion of the molecule; 



is selected from the-group consisting of phenyl, a five - 
20 membered heteroaryl and a six membered heteroaryl; 
b is an integer from 0 to 1 ; 

R 4 is selected from the group consisting of aryl, C 3 -8cycloalkyl, partially 
unsaturated carbocyclyl, heteroaryl and heterocycloalkyl; 

c is an integer from 0 to 3; 
25 R 5 is selected from the group consisting of halogen, Chalky!, 

halogenated Ci-ealkyI, Ci-ealkoxy, nitro, amino, (Ci-ealkyl)amino, di(Ci. 
6 alkyl)amino, Ci-ealkylsulfonyl, amido, (Ci-ealkyl)amido, di(Ci-ealkyl)amido, 
sulfonyl, aminosulfonyl, (Ci-ealkyl)aminosulfonyl or di(Ci^alkyl)aminosulfonyl; 

m is an integer from 0 to 1 ; 
30 Y is selected from the group consisting of d^alkyl, C 2 -4alkenyl, O, S, 

NH, N(Ci-4alkyl), Ci^alkyl-O, d-ealkyl-S, O-Ci-ealkyI and S-C^alkyl-S; 
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R 6 is selected from the group consisting of aryl, partially unsaturated 
carbocyclyl, C 3 . 8 cycloalkyl, heteroaryl, heterocycloalkyl and benzoyloxyphenyl; 

wherein the aryl, partially unsaturated carbocyclyl, C 3 -8cycloalkyl, 
heteroaryl or heterocycloalkyl group is optionally substituted with one to four 
5 substituents independently selected from halogen, hydroxy, Ci^alkyl, 
halogenated d^alkyl, Ci^alkoxy, nitro, amino, (Ci^alkyl)amino, d\(C^ 
6 alkyl)amino, Ci-ealkylsulfonyl, amido, (Ci^alkyl)amido, di(Ci-6alkyl)amido, 
sulfonyl, aminosulfonyl, (Ci^alkyl)aminosulfonyl, di(Ci- 6 alkyI)aminosulfonyl or 
triphenylmethyl; 

10 provided that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X is CH 2 , 




Xa.5] 

is phenyl, b is 0, c is 0 and m is 0, then R° is selected from the group 
consisting of partially unsaturated carbocyclyl, C 3 . 8 cycIoalkyl, heteroaryl, 
heterocycloalkyl, benzoyloxyphenyl and substituted aryl; 

wherein the aryl, partially unsaturated carbocyclyl, C 3 -8cycloalkyl, 
15 heteroaryl or heterocycloalkyl group is optionally substituted with one to four 
substituents independently selected from halogen, Ci^alkyl, halogenated Ci. 
6 alkyl, d-ealkoxy, nitro, amino, (d^alkyljamino, di(Ci^alkyl)amino, d. 
— 6alkylsulfonylramidOr(Gi^alkyl)amid - — 

aminosulfonyl, (Ci^alkyl)aminosulfonyl, di(Ci^alkyl)aminosulfonyl or 
20 triphenylmethyl; 

provided further that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X 

is Ci. 3 alkyl, ^ — is phenyl, b is 0, c is 0 and m is 0, then R 6 is not 
substituted thiazolyl; wherein the substituent on the thiazolyl is selected from 
amino, Ci-4alkylamino, di(Ci^alkyl)amino or nitro; 
25 provided further that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X 




is CH 2 , b is 0, c is 0 and m is 0, and R 6 is phenyl, then ^ is not imidazolyl 
or pyrrolyl; 

and pharmaceutically acceptable salts thereof. 



91 





ORT-1605 

2. A compound as in Claim 1 wherein 

R 1 is selected from the group consisting of Ci^alkyl, aryl and aralkyl; 
wherein the aryl or aralkyl group is optionally substituted with one to 
5 three substituents independently selected from halogen, d^alkyl, 

fluorinatedC^alkyl, Ci^alkoxy, amino, (d^alkyl)amino, di(Ci^alkyl)amino, 
amido, (Ci-4alkyl)amido, di(Ci^alkyl)amido or C 5 -7cycloalkyl; 

R 2 is selected from the group consisting of hydrogen, Ci^alkyl, 
hydroxyaminoCi^alkyl, aminocarbonylC^alkyl, Ci-4alkoxycarbonylCi^alkyl, 
10 aryl, C 5 . 7 cycloalkyl, heteroaryl, heterocycloalkyl, Ci^aralkyl, heteroarylCi^alkyl, 
heterocycloalkylCi^alkyl and phthalimidoylCi^alkyl; 

wherein the alkyl group is optionally substituted with one to two 
substituents independently selected from hydroxy, carboxy, cyano, amino, Ci- 
. 4 alkylamino, di(Ci^alkyl)amino, hydroxyCi^alkylamino, aminoCi^alkylamino, 
1 5 Ci^alkylaminoCi^alkylamino or di(d^alkyl)aminod^alkylamino, 

wherein the aryl, cycloalkyl, heteroaryl or heterocycloalkyl group is 
optionally substituted with one to two substituents independently selected from 
halogen, Ci^alkyl, fluorinatedd^alkyl, d^alkoxy, amino, (Ci^alkyl)amino, 
di(Ci-4alkyl)amino, amido, (Ci^alkyl)amido, di(d^alkyl)amido or d. 

20 4alkoxycarbonyl; 

a is an integer from 0 to 1 ; 

R 3 is selected from the group consisting of Ci^alkyl and hydroxyd- 

4 alkyl; 

n is an integer from 0 to 1 ; 
25 X is selected from the group consisting of d-ealkyl, C 2 ^alkyl-0 and C 2 . 



wherein the alkyl group is optionally substituted with one to two 
substituents independently selected from fluoro, d-4alkyl, fluorinatedd-4alkyl, 
d-4alkoxy, amino, (d-4alkyl)amino or di(Ci^alkyl)amino; 



4 alkyl-S; 



30 



and wherein X is C 2 -4alkyl-0 or C^alkyl-S, the X group is incorporated 
into the molecule such that the C 2 ^alkyl is bound directly to the piperidine 
portion of the molecule; 
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is selected from the group consisting of phenyl, a five 



membered heteroaryl and a six membered heteroaryl; 
b is an integer from 0 to 1 ; 

R 4 is selected from the group consisting of aryl, C 5 -7cycloalkyl, heteroaryl 
and heterocycloalkyl; 

c is an integer from 0 to 2; 

R 5 is selected from the group consisting of halogen, d^alkyl, 
fluorinatedCi-4alkyl, Ci^alkoxy, nitro, amino, (Ci^alkyl)amino, di(Ci. 
4 alkyl)amino, Ci^alkylsulfonyl, amido, (Ci^alkyl)amido, di(Ci^alkyl)amido, 
sulfonyl, aminosulfonyl, (Ci_4alkyl)aminosulfonyl or di(Ci^alkyl)aminosulfonyl; 

m is an integer from 0 to 1 ; 

Y is selected from the group consisting of C^alkyl, C 2 ^alkenyl, O, S, 
NH, N(C^alkyl), d-ealkyl-O, d- 6 alkyl-S, O-d-ealkyl and S-d-ealkyl-S; 

R 6 is selected from the group consisting of aryl, partially unsaturated 
carbocyclyl, C 3 .8cycloalkyl, heteroaryl, heterocycloalkyl and benzoyloxyphenyl; 

wherein the aryl, partially unsaturated carbocyclyl, C 3 -8cycloalkyl, 
heteroaryl or heterocycloalkyl group is optionally substituted with one to two 
substituents independently selected from halogen, hydroxy, d^alkyl, 
fluorinatedCi^alkyl, Ci^alkoxy, nitro, amino, (Ci^alkyl)amino, di(d- 
4alkyl)amino, Ci^alkylsulfonyl, amido, (Ci^alkyl)amido, di(d-4alkyl)amido, 
sulfonyl, aminosulfonyl, (d^alkyl)aminosulfonyl, di(d^alkyl)aminosulfonyl or 
triphenylmethyl; 

provided that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X is CH 2 , 



is phenyl, b is 0, c is 0 and m is 0, then R 6 is selected from the group 
consisting of partially unsaturated carbocyclyl, C3-8cycloalkyl, heteroaryl, 
heterocycloalkyl, benzoyloxyphenyl and substituted aryl; 

wherein the aryl, partially unsaturated carbocyclyl, C 3 -8cycloalkyl, 
heteroaryl or heterocycloalkyl group is optionally substituted with one to four 
substituents independently selected from halogen, d-ealkyl, halogenated d- 
6 alkyl, d-ealkoxy, nitro, amino, (Ci^alkyl)amino, di{d-6alkyl)amino, d. 




93 



ORT-1605 

6 alkylsulfonyl, amido, (Ci^alkyl)amido, di(Ci. 6 alkyl)amido, sulfonyl, 
aminosulfonyl, (C^alkyOaminosulfonyl, di(Ci-6alkyl)aminosulfonyl or 
triphenylmethyl; 

provided further that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X 

is Ci^alkyl, is phenyl, b is 0, c is 0 and m is 0, then R 6 is not 

substituted thiazolyl; wherein the substituent on the thiazolyl is selected from 
amino, Ci-4alkylamino, di(Ci^alkyl)amino or nitro; 

provided further that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X 



is CH 2 , b is 0, c is 0 and m is 0, and R 6 is phenyl, then S is not imidazolyl 
1 0 or pyrrolyl; 

and pharmaceutical^ acceptable salts thereof. 

3. A compound as in Claim 2 wherein 

R 1 is selected from the group consisting of Ci^alkyl, aryl and aralkyl; 
1 5 wherein the aryl group is optionally substituted with one to three substituent 

independently selected from halogen, Ci^alkyl, Ci^alkoxy, trifluoromethyl and 

C^cydoalkyJ; .... _._ _ 

R 2 is selected from the group consisting of hydrogen, Chalky!, 

hydroxyCi^alkyl, cyanoCi^alkyl, aminoCi-4alkyl, Ci^alkylaminod^alkyl, di(d- 
20 4 alkyl)aminod-4alkyl, aminocarbonyld-4alkyl, carboxyCi^alkyl, d- 

4 alkoxycarbonylCi^alkyl, phthalimidoylethyl and d-4alkoxycarbonyl-oxazolyld- 

4alkyl; 

a is an integer from 0 to 1 ; 

R 3 is selected from the group consisting of Ci^alkyl; 
25 n is 1 ; 

X is selected from the group consisting of Ci^alkyl and C2-4alkyl-0; 

wherein X is C 2 ^alkyl-0, the X group is incorporated into the molecule 
such that the C 2 -4alkyl portion is bound directly to the piperidine portion of the 
molecule; 
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[( A ) 

v, "" > is selected from the group consisting of phenyl and heteroaryl; 
bisO; 

c is an integer from 0 to 2; 

R 5 is selected from the group consisting of halogen, fluorinatedCi^alkyl 
5 and Ci^alkyl; 

m is an integer from 0 to 1 ; 

Y is selected from the group consisting of O, Ci^alkyl-O, C 2 -4alkenyl and 
d^alkyl; 

R 6 is selected from the group consisting of aryl, partially unsaturated 
10 carbocyclyl, heteroaryl, heterocycloalkyl and benzoyloxyphenyl; 

wherein the aryl, heteroaryl or heterocycloalkyl is optionally substituted 
with one to two substituents independently selected from halogen, acetyl, 
hydroxy, Ci-4alkyl, Ci^alkoxy, trifluoromethyl, amino, Ci^alkylamino, di(Ci. 
4 alkyl)amino, cyano, nitro, oxo, t-butoxycarbonyl or triphenylmethyl; 
15 provided that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X is CH 2 , 

is phenyl, b is 0, c is 0 and m is 0, then R 6 islselected from the group 
cbTisistTh^ " 
heterocycloalkyl, benzoyloxyphenyl and substituted aryl; 

wherein the aryl, heteroaryl or heterocycloalkyl is optionally substituted 
20 with one to two substituents independently selected from halogen, acetyl, 
hydroxy, C^alkyl, d^alkoxy, trifluoromethyl, amino, Ci^alkylamino, di(Ci- 
4 alkyl)amino, cyano, nitro, oxo, t-butoxycarbonyl or triphenylmethyl; 

provided further that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X 

is Ci- 3 alkyl, ^^-^ is phenyl, b is 0, c is 0 and m is 0, then R is not 
25 substituted thiazolyl; wherein the substituent on the thiazolyl is selected from 
amino, Ci^alkylamino, dKC^alkyOamino or nitro; 
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provided further that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X 




is CH 2 , b is 0, c is 0 and m is 0, and R 6 is phenyl, then is not imidazolyl 

or pyrrolyl; 

and pharmaceutically acceptable salts thereof. 

5 

4. A compound as in Claim 3 wherein 

R 1 is selected from the group consisting of n-propyl, phenyl, 4- 
fluorophenyl, 3-bromophenyl, 3-chlorophenyl, 3-trifluoromethylphenyl, 4- 
methylphenyl, 4-methoxyphenyl, 4-cyclopentylphenyl, 4-chloro-3-methylphenyl, 
10 4-fluoro-3,5-dimethylphenyl and benzyl; 

R 2 is selected from the group consisting of hydrogen, methyl, 
cyanomethyl, 2-hydroxyethyl, aminoethyl, dimethylaminoethyl, 
diethylaminoethyl, aminocarbonylmethyl, carboxymethyl, 
methoxycarbonylmethyl, phthalimidoylethyl and 4-methoxycarbonyl-5- 
15 oxazolylmethyl; 

a is an integer from 0 to 1 ; 

R 3 is methyl; 



X is selected frorrrttre group consisting of CH2, and CH2CH2, 
20 CH2CH2CH2, CH2CH2CH2CH2 and CH 2 CH 2 -0; 

is selected from the group consisting of phenyl, furyl, thienyl, 
pyridyl and pyrazolyl; 
bisO; 

c is an integer from 0 to 2; 
25 R 5 is selected from the group consisting of fluoro, chloro, trifluoromethyl 

and methyl; 

m is an integer from 0 to 1 ; 

Y is selected from the group consisting of O, CH2-O, CH=CH and CH 2 ; 
R 6 is selected from the group consisting of 3-methylphenyl, 4- 
30 methylphenyl, 3,5-dichlorophenyl, 4-methoxyphenyl, 3-trifluoromethylphenyl, 3- 
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pyridyl, 2-furyl, 3-furyl, 2-thienyl, 3-thienyl, 2-pyrrolyl, 1-naphthyl, 2-naphthyl, 2- 
(1-Boc-pyrrolyl), 1-(1,2,3,4-tetrahydronaphthyl), phenyl, 4- 
dimethylaminophenyl, 4-pyridyl, 3-quinolinyl, 2-benzothienyl, 2-benzofuryl, 5- 
indolyl, 2-thiazolyl, 5-chloro-2-thienyl, 5-acetyl-2-thienyl, 5-methyl-2-thienyl, 5- 
5 cyano-2-thienyl, 4-methyl-2-thienyl, 3,5-dimethyl-4-isoxazolyl, 3-pyridyl, 4- 
chlorophenyl, 1 -(5,6,7, 8-tetrahydronaphthyl), 4-hydroxy, 1-piperidinyl, 1- 
(1,2,3,4-tetrahydroquinolinyl), 2-(1,2,3,4-tetrahydroisoquinolinyl), 1-pyrrolidinyl, 
1-phthalimidoyl, 1-imidazolyl, 3-imidazolyl, 1-triphenylmethyl-3-imidazolyl, 1-(2- 
piperidinoyl), 3-chlorophenyl, 4-nitrophenyl, 4-bromophenyl, 4-chlorophenyl and 
10 benzoyloxyphenyl; 

provided that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1, X is CH 2 , 

is phenyl, b is 0, c is 0 and m is 0, then R 6 is not phenyl; 
and pharmaceutically acceptable salts thereof. 

15 5. A compound as in Claim 4 wherein 

R 1 is selected from the group consisting of phenyl, 4-fluorophenyl, 3- 
trifluoromethylphenyl, 4-methylphenyl, 3-bromophenyl, 3-chlorophenyl, 4- 
chJorp-3-methy I phenyl and 4-flupro-3,5-dimethylphenyl; 

R 2 is selected from the group consisting of hydrogen, methyl, 
20 cyanomethyl, 2-hydroxyethyl, aminoethyl, dimethylaminoethyl, 
diethylaminoethyl, aminocarbonylmethyl, carboxymethyl, 
methoxycarbonylmethyl and 4-methoxycarbonyl-5-oxazolylmethyl; 

X is selected from the group consisting of CH 2 , and CH 2 CH 2 , 
CH 2 CH 2 CH 2 and CH 2 CH 2 CH 2 CH 2 ; 
25 c is an integer from 0 to 1 ; 

R 5 is selected from the group consisting of fluoro, trimethylphenyl and 
methyl; 

is selected from the group consisting of phenyl, furyl, thienyl 
and pyrazolyl; 

30 Y is selected from the group consisting of O, CH 2 -0 and CH=CH; 
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R 6 is selected from the group consisting of 4-methylphenyl, 3,5- 
dichlorophenyl, 4-methoxyphenyl, 3-trifluoromethylphenyl, 3-pyridyl, 2-furyl, 3- 
furyl, 2-thienyl, 3-thienyl, 2-pyrrolyl, 1-naphthyl, 2-naphthyl, 1-(1, 2,3,4- 
tetrahydronaphthyl), phenyl, 2-thiazolyl, 5-chloro-2-thienyl, 5-methyl-2-thienyl, 
4-methyl-2-thienyl, 3,5-dimethyl-4-isoxazolyl, 4-chlorophenyl, 4-bromophenyl 
and 4-chlorophenyl; 

provided that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X is CH 2 , 

C3) 

^ — " is phenyl, b is 0, c is 0 and m is 0, then R 6 is not phenyl; 
and pharmaceutical^ acceptable salts thereof. 



10 



6. A compound as in Claim 5 wherein 

R 1 is selected from the group consisting of phenyl, 4-fluorophenyl, 3- 
trifluoromethylphenyl, 4-methylphenyl, 3-bromophenyl and 4-chloro-3- 
methylphenyl; 

15 X is selected from the group consisting of CH 2 , and CH 2 CH 2 and 

CH2CH2CH2; 




v *" is selected from the group consisting i of p^nylJihdttiiiBnyl; 
R 5 is fluoro; 

m is an integer from 0 to 1 ; 
20 YisO; 

R 6 is selected from the group consisting of phenyl, 3-pyridyl, 2-furyl, 3- 
furyl, 2-thienyl, 3-thienyl, 2-pyrrolyl, 2-thiazolyl and 4-methyl-2-thienyl; 

provided that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X is CH 2 , 

is phenyl, b is 0, c is 0 and m is 0, then R 6 is not phenyl; 
25 and pharmaceutically acceptable salts thereof. 

7. A compound as in Claim 6 wherein 

R 1 is selected from the group consisting of phenyl and 4-fluorophenyl; 
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R 2 is selected from the group consisting of hydrogen, methyl, 
cyanomethyl, 2-hydroxyethyl, dimethylaminoethyl, aminocarbonylmethyl and 
methoxycarbonylmethyl; 



^ — ' is phenyl; 
R 6 is selected from the group consisting of 2-furyl, 2-thienyl and 3- 

thienyl; 

and pharmaceutically acceptable salts thereof. 

8. A compound as in Claim 1 wherein 

R 1 is selected from the group consisting of hydrogen, d-salkyl and aryl; 

wherein the aryl group is optionally substituted with one to four 
substituents independently selected from halogen, Ci-6alkyl, halogenated d- 
ealkyl, d-ealkoxy, nitro, amino, (d-6alkyl)amino, di(Ci^alkyl)amino, Ci- 
6 alkylsulfonyl, amido, (Ci^alkyl)amido, di(d-ealkyi)amido, sulfonyl, 
aminosulfonyl, (Ci^alkyl)aminosulfonyl, di(Ci-6alkyl)aminosulfonyl or C 3 - 
acycloalky; 

R 2 is selected from the group consisting of hydrogen, d-ealkyl, C 2 - 
6 alkenyl, C2-6alkynyl, hydroxyaminod-salkyl, aminocarbonyld^alkyl, Ci- 
6 alkoxycarbonylCi^alkyl, aryl, C 3 -8cycloalkyl, partially unsaturated carbocyclyl, 
heteroaryl, heterocycloalkyl, d-earalkyl, carbocyclyld-ealkyl, heteroaryld- 
6 alkyl, heterocycloalkyld-ealkyl and phthalimidoyld-ealkyl; 

wherein the alkyl group is optionally substituted with one to two 
substituents independently selected from hydroxy, carboxy, cyano, amino, d- 
6 alkylamino, di(Ci^alkyl)amino, hydroxyd-ealkylamino, aminod-ealkylamino, 
Ci-ealkylaminoCi^alkylamino or di(d^alkyl)aminod-6alkylamino, 

wherein the aryl, cycloalkyl, carbocyclyl, heteroaryl or heterocycloalkyl 
group is optionally substituted with one to four substituents independently 
selected from halogen, d-ealkyl, halogenated d-ealkyl, d-ealkoxy, nitro, 
amino, (d-ealkyl)amino, di(d-6alkyl)amino, d-ealkylsulfonyl, amido, (d- 
6 alkyl)amido, di(d-ealkyl)amido, sulfonyl, aminosulfonyl, (Ci- 
6 alkyl)aminosulfonyl or di(d-ealkyl)aminosulfonyl; 
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a is an integer from 0 to 2; 

R 3 is selected from the group consisting of Ci^alkyl and hydroxy Ci. 

4 alkyl; 

n is an integer from 0 to 1 ; 

X is selected from the group consisting of d-ealkyl, C 2 -6alkenyl, C^alkyl- 
O and C 2 -4alkyl-S; 

wherein the alkyl group is optionally substituted with one to two 
substituents independently selected from fluoro, d-ealkyl, fluorinated d-ealkyl, 
d-ealkoxy, nitro, amino, (d-ealkyl)amino, di(d-ealkyl)amino, d-ealkylsulfonyl, 
amido, (d-6alkyl)amido, di(d-ealkyl)amido, sulfonyl, aminosulfonyl, (Ci- 
6 alkyl)aminosulfonyl or di(d-ealkyl)aminosulfonyl; 

and wherein X is C 2 -4alkyl-0 or C 2 ^alkyl-S, the X group is incorporated 
into the molecule such that the C 2 -4alkyl is bound directly to the piperidine 
portion of the molecule; 



N ^> / is selected from the group consisting of phenyl, a five 
membered heteroaryl and a six membered heteroaryl; 
b is an integer from 0 to 1 ; 

R 4 is selecte d from the group consisting of aryl, C^cycloalkyl, partially 
unsaturated carbocyclylrheteToaryhand heterocycloalkyl; 
c is an integer from 0 to 3; 

R 5 is selected from the group consisting of halogen, Ci^alkyl, 
halogenated Ci-ealkyI, d-ealkoxy, nitro, amino, (Ci-6alkyl)amino, di(d- 
6 alkyl)amino, d-ealkylsulfonyl, amido, (d-ealkyl)amido, di(Ci-6alkyl)amido, 
sulfonyl, aminosulfonyl, (d-ealkyl)aminosulfonyl or di(d-ealkyl)aminosulfonyl; 

m is an integer from 0 to 1 ; 

Y is selected from the group consisting of d-4alkyl, C 2 ^alkenyl, O, S, 
NH, N(d-4alkyl), d-ealkyl-O, d-ealkyl-S, O-d-^alkyl and S-d-ealkyl-S; 

R 6 is selected from the group consisting of aryl, partially unsaturated 
carbocyclyl, C«cycloa'lkyl, heteroaryl, heterocycloalkyl and benzoyloxyphenyl; 

wherein the aryl, partially unsaturated carbocyclyl, C^cycloalkyl, 
heteroaryl or heterocycloalkyl group is optionally substituted with one to four 
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substituents independently selected from halogen, hydroxy, Chalky!, 
halogenated Ci^alkyl, Ci- 6 alkoxy, nitro, amino, (Ci-6alkyl)amino, di(Ci- 
6 alkyl)amino, Ci^alkylsulfonyl, amido, (Ci-6alkyl)amido, di(Ci^alkyl)amido, 
sulfonyl, aminosulfonyl, (Ci- 6 alkyl)aminosulfonyl or di(Ci-6alkyl)aminosulfonyl; 
provided that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X is CH 2 , 



is phenyl, b is 0, c is 0 and m is 0, then R 6 is selected from the group 
consisting of partially unsaturated carbocyclyl, C 3 -8cycloalkyl, heteroaryl, 
heterocycloalkyl and substituted aryl; 

wherein the aryl, partially unsaturated carbocyclyl, C3-8cycloalkyl, 
heteroaryl or heterocycloalkyl group is optionally substituted with one to four 
substituents independently selected from halogen, Ci^alkyl, halogenated Ci_ 
6 alkyl, Ci^alkoxy, nitro, amino, (Ci^alkyl)amino, di(Ci^alkyl)amino f Ci_ 
6 alkylsulfony1, amido, (Ci_6alkyl)amido, di(Ci^alkyl)amido, sulfonyl, 
aminosulfonyl, (d^alkyOaminosulfonyl or di(Ci^alkyl)aminosulfonyl; 

provided further that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1 , X 

(® 

is Chalky!, ^ — ' is phenyl, b is 0, c is 0 and m is 0, then R 6 is not 
substifti^ 

amino, Ci^alkylamino, di(Ci-4alkyl)amino or nitro; 

provided further that when a is 0, R 1 is phenyl, R 2 is hydrogen, n is 1, X 

is CH 2 , b is 0, c is 0 and m is 0, and R 6 is phenyl, then is not imidazolyl 

or pyrrolyl; 

and pharmaceutical^ acceptable salts thereof. 

9. A pharmaceutical composition comprising a pharmaceutical^ 
acceptable carrier and a compound of Claim 1 . 

10. A pharmaceutical composition made by mixing a compound of Claim 1 
and a pharmaceutical^ acceptable carrier. 
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1 1 . A process for making a pharmaceutical composition comprising mixing a 
compound of Claim 1 and a pharmaceutical^ acceptable carrier. 

5 12. A method of treating a disorder mediated by the ORL-1 receptor, in a 
subject in need thereof comprising administering to the subject a 
therapeutically effective amount of the compound of Claim 1 . 

13. The method of Claim 12, wherein the disorder mediated by the ORL-1 
10 receptor is selected from the group consisting of anxiety, depression, 

substance abuse, neuropathic pain, acute pain, migraine, asthma, cough and 
improved cognition. 

14. A method of treating a disorder mediated by the ORL-1 receptor, in a 
15 subject in need thereof comprising administering to the subject a 

therapeutically effective amount of the composition of Claim 9. 

15. A method of treating a condition selected from the group consisting of 
anxiety, depression, substance abuse, neuropathic pain, acute pain, migraine, 

20 asthma Tcough ^ gojn^ 

administering to the subject a therapeutically effective amount of the 
compound of Claim 1 . 

16. A method of treating, a condition selected from the group consisting of 
25 anxiety, depression, substance abuse, neuropathic pain, acute pain, migraine, 

asthma, cough and improved cognition, in a subject in need thereof comprising 
administering to the subject a therapeutically effective amount of the 
composition of Claim 9. 

30 17. The use of a compound as in Claim 1 for the preparation of a 

medicament for the treatment of (a) anxiety, (b) depression, (c) substance 
abuse, (d) neuropathic pain, (e) acute pain, (f) migraine, (g) asthma, (h) cough 
or for (i) improved cognition, in a subject in need thereof. 
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